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[oooi] #38 ww:, $Lmm*¥ K^tizm* (d^wt^^^^mw^c^m 
[0002] T^rt^fT-i/it, mffcfflmfabftmmzftW£tv&^xT^m^&*^>' 

[0003] T^^^Vri, fllitJbClq (Complement lq)^T^y— l^JRL, Clq^T^ 
y-©#^-efc§3^-^V#K^>^bTV^r^^, 3*^^^bfc#* 
frSr^fifebT#^EUTV ^£tfS$&^$;frVtV ^ (##W:£ifc2. 3) . 

[0004] T^tf**^<Dmm±<nm&k£.wfti¥m. fe&mtnmmzmvxi^ T Sa 

©*iaH4^»«)feh/. 3*#:^^-^V^K^^^^:bfci/c2^7- (globular 

obular T^tf*?^>Xtefeb/vb*^£tefr^tz^k&metVX\,^ (##fF;fcitfc 
4)„ 
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[0005] La>ueas?>, ztibnm&^&mfc&mzirittTT*^*?^^ *mm^ 
.^m^m^r^^^^(D^m^m^thm^tix^(0w^m 

4)„ 

[ooo6] z(D£o^ Tf^^^(Dmm±<Dnmt^mmi¥m^ mntT*?^*? 

[0007] T^^^^v^sy^i-s^&^b-c«, S'J^ffioW^^feK^^/va^hy 
? j» (sds) ^t^^jsu^ ^^^^fflij^i-^^&^n^ 

* (D&mft&ftmirxmmi-zz. tnx^ \ 
[0008] */c, mfetmtpcDTT*^*??-^ sBs^^m^m^^m^mb-r^ 
mfe-rttm mwxffi2Xte?imm<DW\7£mvx\, ^) t>mmi$tix\ ^ 
xffi2)*K &mwmzm-rz>mmitt<. mmx%z>i><Dxitt\,\ 
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996 
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m w tm^^o t-r sum 

[ooio] *mw#bfe. mmwm^ikirz>±ibmnm9iistib^ ikm^vr^tf* 

^>-fcfc, ?fr^?v^hy97-(—iz£V&mhbtlZ>ftTm^ 150kDa£JUt2 
00kDa£tT(^LT160kDa#jfi) (^T. LMW-Ad^fEi-5o h 200kDa®4 
00kDa*^(^tL-C260kDa#afi) (^T. MMW-Ad^fB-fSo ).K.tM00kDa 
J^_h800kDa^T(^^UT450kDa#)£) (^T, HMW-Ad^fSi-^o )-CES'J 

tt^(D^yT^y/l^T^K(2-15%) iZ.£Z>mm.ftW)(£X&. rpAGE(2-15%)j<D.i: 

5^^is-f z>z_ti£-hz>) {z.xmqmmxm, ^ms.(o±^m^bmi^ ulmw 

-Ad, LMW-Ad, MMW-Ad^.T^HMW-Ad^^|BLTES'JLfCo Ztlb4m<D? 
^LMW-Ad, MMW-Ad, HMW-AdtejtfJBEjflLfit f<D3=fltf>T7^#^^{£ 

i^vi^K^Lfct>OTfc5^ RTf, 'P^<bWf>(^^^\z.nir^W 
Z^bZ&MU X, fr^ft^m&<DSDS-7#VT?V /^TKh~ (2-15%) izxzn^i. 

&WjU^ xm^\,^xrsDs-PAGE]bmmirz>zbfrhz>)x<Dft^-mwMfr 
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ULMW-Ad^, Tfj7$*??->>(D3mftX*&>Z>Z.b&MW^ MMW-Ad|i6 
-9iftgl> HMW-Ad|iMMW-Ad©2^g±(D#^MLtV^^i$: 

[0011] ^^tmbro^ai-S^, T^^^^jfts-^ixsfWKiig^jfc^^r— 

[0012] t^W^MMW-AdiSr. ULMW-Ad&tFLMW-Ad£:/n^T— if&L 

3ffiU a#t-SHMW-Ad*S.tFMMW-Ad*0^ti-*^lLttiL, S^tf-ft^S 
b^HMW-Ad*^b§l<rtT% #ttl-e£3r£ x f&jSf^OULMW-Ad:!;^ U 
LMW-Ad&t^LMW-Ad&^n^T— ifMSU ^^fSHMW-AdMt^MM 

^izm^ ^x^mi,tzi><Dx&z> 0 
[0013] irtjttt, *mmte, grMfcT^tf*?^*^ ?*^T—^]&u/y.\-m>w$: 

^vx^^mm^^t^mt^,^nm^(DT^^^^<DW\ 
7£2?%k&mm-rz>h(Dx&z 0 

(1) ULMW-Ad: AjfiLMXf*AifiL^^)W^bfcTx^^^>-$r, &&&&& 
T, ^yT^y/VT5Ky/v(2-15%)T*«^i!]bfc^{c: > ^Sfcfkfe^KfcLT 

PAGE^ i OOkDattaSlCfeSTy^fsK^^o 

(2) LMW-Ad: AjfiLMX^Alfil^^MbfcT^^^^. ^^14^#T 
, iSVTWsVTKV'ftV (2-15%) X-mM^mUtm^ ^W£%£&'^YbVXtii 
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(3) MMW-Ad : AiL»Xtt AjfiL«A^«f*ibfer^^^^*, 
fcfflSttS^O^KOS*^ LMW-Ad<D&^»}^A#<, ^^>{C1. 

(4) HMW-Ad : Aife^X^Ajfil^^^bfcT^^^^^^x #^tt^#T 

[0014] _h|E<D4®(DTxW^^^5^^lSX«2e^ x ^d^T— 

[0015] iCjih/tf ^ ULMW-Ad, LMW-Ad, MMW-Ad&U«HMW-Ad^lJ 

m^m, mmm^mm. w#m> mmm. ^tfys^v^Kn— 
[ooi6] mimMmi^n^Mi^r^^^^cDy^m^^h^^xh^o 

im2]MM&\lfc^^X, LMW-Ad, MMW-Ad, HMW-Ad^tb^WAGE ( 
2-15%) U CBBS&^febfc, fciMfc^B-Cfc*. 

[|gl3]||»j2(C*3V>T, LMW-Ad, MMW-Ad, HMW-Ad^rtl^ftSDS-P 
AGE (2-15%) U CBBS&^Lfc, &KH£l<D|E|-efc5o 

[|E|4]||;&£0»j5^:ioVvr, fchlM*OTf^3#*^V£\ fra^W^ny^fl^ife 

msmmm^^ vr, lmw— Ad (T^^^irf^^^^fy) ^^si 
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Lm6]mifcM3\Z.$d\,^X, thS^ULMW-Ad, LMW-Ad, MMW-Ad, HMW— 
AdO)fS^ B B D^tU ; etVPAGE(2-15%)l^ CBBgfi&febfc, ftW}&<DmX'h 

[El7]|liS^J4^^oV^T. thS^ULMW-Ad, LMW-Ad, MMW-Ad, HMW— 
Ad©^D°D^^n^#aS5c^#-eSDS-PAGE (2-15%) U CBB§ f^feL- 

[IM!!i(§#!J4^3oV^T. thS^ULMW-Ad, LMW-Ad, MMW-Ad. HMW— 

Ad<Dmm&* : tfr : efrft7'ft%km&. sds-page(2-i5%)u 

m9mmm^m^x^ lmw— Ad o-^vs^mry*^*?^) *fmm 
femz.&mfe\^tdfc%&^~tmx&z> 0 

wm^^-rmxh^o 

z>mimm&&^-tmxhz> 0 

[ooi7] *&mfc&\,^x&mx%z&i£$mkLrXi*, ^afrr^v^^^^-rs 

h<DX2btii^ •f^Xtt&htzY), tk -pvK ir^, feS^ -v?*, 9yk 

(D&m&iftm^. mmxnmm<DiEmt£wm<Dtctb<DnwbLx\^ 

[0018] LMW-Ad^!3lJUT^feS^ly^-rS/cfe(D^^fe^e:oV^-Cla^•r6„ LMW— Ad^r 
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[0019] LMw-Ad*a«i-5«:frtj:j:t)LMw-AdSr«ffi. tittitt-ttrnzmmztiztic 

hTx-f^^V^t^LTW:, Goat a human Acrp30 antibody (=3^.^/ W^" 
^ GTth) rabbit a hu adiponectin— PoAb chemicon^fc) % h 

u Acrp30-MoAb(S^R^p a o X||tt:, BD*±h Mouse a hu Adiponectin Mo 
Ab(n^^/^ttt, chemicontt) „ ^thACRPSO^-y^n— tvMtt;#:(AX773 x 
AX741, Ne, Na, ft3tmmT.mt)ti:¥&mf btvSo iathT/l^^tft^bT 
Goat a Albumin, human antibody (^X^/K^-;^ BET\ ACD % BMD) N 
Mouse a Albumin, human antibody (^X^/^jrft:^ NBT % ZYM, MED) % R 
abbit a Albumin, human antibody (=3;*^ W $~%t^ CL % ACM) % Goat a Alb 
umin, human antibody (^a^tfc, ANT) t£b*&mfbfoZ>o 
[0020] ^^©^frW^^^WJW^ife^bTtt, ELISA (g^jfeg$)/£i£c) , CLEI 

itmmt£2<D&to<D&m^mirzzb&'v%z> 0 elisao#^\ mtttis t*?* 
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[0021] *ftw\z&mistLttmi<k&fcbvxte, mm^^mmnm^m^tiT. 

O 

[0022] ±m*m&m&<Dmm i£fc{t&&w$it%^m*.m* %abtix&v)^ 

[0023] ^^fe^^^^^^^ffi^^/Xfi^^^a^^T^^^^^^ 
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[0024] EUSAH:*5lt5»3BIRflRStflcH: % ^O^Sciao-ClKt^fcmS. ^Jx. 

(ab*) xfiFab'^bfc^. »5R-e«i«-rSwi:^-e#5o awfcltffi-f *#*i:b-C 

2 

ii^/V^-^v-y— if, T/^y^^^r^— if. jS-D-jtf^hv'^-if. ^/V=»— 

xmmkTkm&m^m&wtLXo-zr^-uisVTKiSs 3, 3', 5, s'-^h^^ 

-B-^/v=t—^ m&mbvxmmtf^^ttisy—^xfozm&iz&mi,itft'& 

[oo25] EiisA^mmmmm^(ommmm^M^mMtmm<DRf^±^.m^ 
mM-t^m^m^m^ti^\ mutt, nm*^**^?—^ mm&mm 

o 

[0026] LTiA^*5(t^>^^ia#:o^mas^a'j^-r^^-^{*#(-ps^$ toV \ fcl* 
m^nm<Dmmnmt(Ditm^ mmvnmz s mzx^xwfe-rz-th -*im 
¥mmmTz>^b*w*\s\,\ mm^^m-^mtvx^ ^(D^mmm 
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mx&z 0 

<d®l£M s y&xfxi'rT—' w&mzMo r^A^/v^m * te&yvTT—v 
-if taotito^, y^@L hy*, ^K^o^»^«p^ 4-60 < c-e5#~24B# 

&RTfRf&l#ffl^&%myZ&fe£tlZi!>KWLteO. 01-100u/mLfc<5VM20. 0 
1—1 00mg/mL(D|5 fflTMM £;tx3„ 
[0028] ^frfM^-frk^nxT— • ifTtf&aU a#1-5HMW-Ad£raiJ£i-5fc#>0 

ffl-C#So^Jx.Ji>fehTx^^^V$it^«, Goat a human Acrp30 antib 
ody (=i^^<4^T^k. GTth) . rabbit a hu adiponectin-PoAb (=»X=Ev 
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chemiconfl:) . hu Acrp30-MoAb (BfRM&HM^t. BDth) ^ Mouse a hu A 
diponectin MoAb (=i;VEv W^tt. chemiconth) , £tfchACRP30^-/^n— ~T 
/H5t#(AX773, AX741. Ne, Na, ft 3fe^||£X^) fc^tfS WfeHSo rff 

[0029] MMW-Ad%fr^XikmWIM^Ztcfr<DXm^\,^XnW~rZ>o MMW-Ad 

w-Adm&mi>5\<z.bxw.M'$-z>zk&-*smx&z> 0 ^(D^rnxmrn^ti^^r 

— if tL-Xlt^ ULMW-Ad&rj*LMW-Ad<D^£#^tfj fcmikX%Z>t>(DX&tl 
&)tj:¥<Drftm£tlX^Z>h<Dhmmx$Z> 0 ^fb^n^T-ifte, 

w-Ad^.tmMw-Ado^*« > misor^^^^ v^*^aij^-r n$ 
[0030] £.fcm.n<DyvTT— emmxttkns m^^^r—^\z.^xm^^. v> 

X&:fe£tlZ>fc,ffl.tlO. 01 — lOOu/mLfcSlNfctO. 01— lOOmg/mLO^IST* 
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[0031] ££>Kl£fc, ULMW-Ad N L.MW-AdRXJ^MMW-Ad<DUM^ . UMW~Ad<D-^ 

, ^5£^fcULMW-Ad N LMW-Ad^#M^^?^^"et^^7 i T 

-1?&ftM8<*tfi\ ^#M»©»fii:UT3StttJ$*L«fiSrlluai<^-e, MMW-Ad© 
fi&£ffi1-S£tt>nTiB-C*>3o MiSfett, f!tj5£UfcLMW-Adfc5V M2HMW 
-AdSr^JSOfe-f «^T&t!loV vC<&fB#&#M*H: % ELISA^LTIA^^J6T'#5 0 
[0032] ULMW-Ad^JSlJbT^^jgi-Sfcfe^^fetlloVN-aKW-f - ** ULMW-A 
dft, T^faR*^^!***^ HtflE-eSfl^LfcLMW-Ad, MMW-Ad^M 
W-Ad^fi-*SrllU§l<^^^J;«9^Ltti-t?t5o AfMHiLHu ULMW-Ad&t/L 

w-Ad^t^HMw-Ad^^th*^^*, su \zm^tz.Tf^^^nmt^ 

[0033] *»W«*ttf. thlk^^^#^i-64ffi(DthTx^^^^ Si S->«f^S'JbT 
mfeXZZo ^rco^m, 2M:&Si£#i, MtKfctt&A. W^S, JFF HEWS, ^ 

-teO^lfe^L-C}*, ULMW-Ad, LMW-Ad, MMW-AdimiMW-Ad©^© 
iaW±<^*^^lbfo5VM2ULMW-Ad, LMW-Ad, MMW-Ad, HMW— Ad 

^^tRij:*5v^^p<^fe©#i«(«i^.tf, 2M*i^3ip!{-*3tt^^y>, mm 

^btt^S^*5{t^HDL=3U^a— /V&^)£ULMW-Ad, LMW-Ad, MMW 
-Ad&tFHMW-Adtf^^mM^^*, fc5lM2ULMW-Ad, LMW-Ad, M 
MW-Ad, HMW-AdRXJ^T^^^^mM^ib^^t^^^m^it^m 

mmm 

[0034] &t^wj£W x*mm&nm\z&m'rzt>K *&wm*!bz.tuzmfe£tiz> 
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[0035] <&MRxm&> 

a. ^#^-g-1ftJ§gffli5fciW:0. 5M NaCl Sr^tf 0. 1M NaHCO-NaOH(p 

3 

H8. 3) 0 

b. tn.ftfa&ffimm&Mm:0. 1M Glycine-HCl(pH2. 5) c 

c. ^flcj&^fiMgJBf fPi£:2M Tris-HCl(pH8. 0) o 

d. ELISAffl^V— h- : 96^^u^U— h (NUNCth) „ 

e. ELISAffl^j&&tf^?£:PBS(pH7. 4). 

f. ELISAffl^W*£:l% £v-jfiL?fT/K/^>\ 0. 1% Tween 20 £r£tf PBS 
(pH7. 4) 0 

g. Vector ABC kit (Mouse) :!7*?-=iV|k Cat No. PK-6102 o 

h. DABSW=3r^h(^^^o^^^SS) :^=«^th, Cat No. SK- 
4100 o 

i. fehT^^^^-^E-y^n— ^V^(hu Acrp30-MoAb) :§?RId b dI 
Hfl:* BD Transduction Laboratories^, f(5iHi=i— KA12820 o 

j. -V^fchT^^^^V-^y^n— (Goat a human Acrp30 anti 

body) ra^^e/W^-tt, GT*±, Cat No. 421065 o 

k. -^¥£v^*IgG HRP^^^i^r^^^y^^^i^capplett, 

1. ELISAffl :0. 05% Tween20 Sr^tf PBS 

m. ELISAffii^Hf^2:l% BSA, 0. 05% Tween20^tfPBS o 

n. ^^thT/V^>-^y^a-^/PHP^^^^(HRP-HSt^:HSA^:#:) :P 

ARIStto 

o. HRP-Avidin:PIERCE%ho 
[0036] <Mt09l. ^C^y^^tf^-Vh -^^i/o^-T^^^^^(rMgAd)cDfa 
Si 

^I^T-^rtf^^^itfc^IE^KNCBI accession #U37222)(Di/n^ 
7— K^^iE^lJ(104-247^Sffi^)^6XHis^i/^typQE30-<^— (DBam 



WO 2005/038457 



14 



PCT/JP2004/015260 



HI, HindllH-jf AU ±ffimz.m.&&Astc 0 y^tf-^b v^^^n^-rf-f 
#^^(rMgAd) %mmisttmMfrb(DrMgAd<DmMte. &T(Dmmz£<Q 

9VjK-*^v$r&tfW#&IHiteU 3 0 KPBS( P H7. 4)-C^*fSrfT^ofc„ #£> 
ftfcrMgAd<D®&®2§.gki\ Bio-Rad DC protein assay kit £ffll^T5fc#> 

[0037] ###J2. feMgAdinftWfm 

##^|jl-Cfi®lUfcrMgAdCD50 /* gSr^4©7ti>f KO=>^y— hTv^^hi: 

ft&ftft: (IgG) (DmUfe. Protein Aj8fJ3g£ffl V vCStSfe^Wfr ftofc (fctrMgAd 

[0038] ###13. thJfiL4>*^#*^T^7K^^^-^(mAd)^)ft®l 

###j2^f£®£L;fc^rMgAd^#:500mg£CNBr-activated Sepharose 4B 
(Amersham Bioscience^) 50mU;i^^£^ffirMgAd^^£-^Sepharose 4 
BBJigSrf^iSbfeo thifiL^2. 5L£^rMgAd}nft:^Sepharose 4B^Sg(C» 

u ^:^#«ffliffl^#^-e+^*^ufc#, tftfr»^«fi!Bffl«fW«rethJiLfflf 

Tf^^^n^ (mAd) Sr»fflU *ffi®$Hdftfl^*HIBJB * fcifcc&l/l 
0mWiMVX^mVtc o ■Pfnbfd&ffi®^, Protein A#/IBfc«ftbDU Pr 

otein AWJJg^^>#®«iii^Sr^niAdtL-ClH]I|Xb, rthT^V^^^ELIS 

[0039] ^nmA. tfCthT^tf*?^>*S?n—^Sl'$Lfc<DftWi 

###J3TWc*ilShiAd 20 /i gSr^*07a^KO=i^y— hTS^xx^teiB 
^LT, 2EE^^^2Mra^t^3Xf*4[lI^§r=fTofc^, $btd»®ll'^3 0 
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QfiHZ.&l*Vm*bL,XmtiLl,t£ 0 M*frt><D&mtiimigG)<DmmK. Protein 

Affim&m v ^xnmzxvftteotce ±miz £vmm&^- ; 644oi-644i i-c»j 
[oo4o] mmmi ^jk^^^m^r^^^^^mmma) 

&mm3X~ntc.mMmAd&, 20mMy^g^»f£(pH7. 0) ^T^r LTJIttL 
0, 300S.t/500mM<^NaCl^tl,^tl,-^ti'20mMy^i^»?^(pH7. O) iZX, 

#l-oV ^Sephacryl S-300 ; 10— 1500kDa, ¥^^^^47 ix m 

„ Amersham Bioscience^) £rffl V ^fcy/V^jg^n-^h^^^— b^^Jgbfc 
o *gJ«tU3:, 150mMONaCl$r^tP20mM y^j^»:(pH7. 0)&&mUt 
„ Sephacryl S-300$)7J*<Dft z f'ik%fiE\'£Ge\ filtration calibration Kit (A 
mersham Biosciencef±)3rffll vCfTofco ^nvh^77^-|Jljo}t57f^ 

[0041] yV^jg^n^ H/^^— <D^n-v h^A^01^^bfc„ #^>^c^tU^7^3 
^Sr, 150kDa^±200kDa^T(££LT160kDattafih 200kDaM400kDa* 
^ (££l/T260kDafl-j£) . 400kDa.£*Jh800kDa£AT (££LT450kDa#jff) <D 

#Tx^^^>-#BU)|*Mn n n J*x 150kDa^±200kDai^T (^LT160kDatt 
i£) <£>t><£>&LMW-Ad N 200kDaj@400kDa7^^ (^£LT260kDa#ia) <Dh<D& 
MMW-Ad, 400kDa^_h800kDa^T (^^bT450kDa#i£) 0*>£>£rHMW- 
AdW^-^Uho 

[0042] MXe-C^^tbfcSe^^a^T^^^^-^^SiJJffSlD^. LMW-Ad, MMW 

-Ads.tmMw-Ad^r^tvSr. TKyT^y/v-T^Ky/vw^t^cib Otfyr^y/VT^K 

^2-15%) (^T. PAGE(2-15%)<D£?lzmm-rZ)lZ.XfrMU CBBi^y 
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[0043] LMW-Ad, MMW— Ad TLFHMW— Ad <D V vf*U-OV ^-0^>^fcS^^^>'K^ 

it, 3*ft:^^:^b-C#*#:^^b-CV^fcii), LMW-Ad. MMW-Ad, HM 
W-Ad(DV >T *U£Ol ^Tt>, PAGE-e^m^tl^^^i^y^^^T^^^-*^ 

[0044] MM&\2 tfjfeti^O^f ^Tf^^f ^(LMW-Ad, MMW-Ad, HMW 
-Ad)<D«i£fi?*fr 
1) SDS-PAGE^,J;5#MJr 

AGE(2-15%)t£T#8lU CBBSfi^fe^tf^o/to ^febfc^«J^ig3{^ 
[0045] LMW— Ad x MMW-Ad, HMW-Ad^^eOkDattia^ WW£%k&/*>'F1> t 

frb, 2mfc<DT : rj7i<*??->tmfe£tltc 0 LMW-Ad^oV^fi, ftf|E60kDa 
[0046] 2) SDS-PAGE (2-15%) X^OkUaHm^Wl^tl^m^T^^^XD 

£2-^#:/h^/-/l^MJS^ < fc«9^$i, MtgMSU MSDS-PAGE 
(2-15%) ^"C^Ht^ PVDF^fe^b, CBBm&%£&Znt£otcb^ 60kD 
a#ja^30kDa#j£^2^^fe/^>'K^^$^c o 
[0047] ItlSEeOkDaf^jfi^T^aOkDaO/^^KcpOSca^rn^n^oV^. N^SST^/^ 
SB^J^flfUt^^ 60kDa#j£(7)^^^K>pOS&ON^T^/mia^J«, fchT 
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tC 0 

[0048] £k±<D^m£*). LMW— Ad^SDS— PAGE (2-15%) Lfc^^tti^tbSgOkDa 
[0049] 3li£0ij3 thjfiL't'S5t£<D#*^T^^^>'0^lJ**^(2) 

#%^i3<D^fe^^cT, nmmmztitcmmmAd^ 20mM yyii»t( P 

H7. 0) fcTSWLTJB^UfctL ^^Gelatin-CeUulofine(^k^X^±)^7^ 
0, 100, 200JlTJ ? 500mM(DNaCl^tl ; etL'^tf 20mM V^m 

te, ULMW-Ad, LMW-Ad&t^MMW-Ad^^L, 200mM NaCl^WH^ 
i-fi, MMW-Ad&tmMW-Ad^^Lfc^ 500mM NaCllfctt** HMW- 
Ad^-Cfcofc^^ 500mM NaCl}gtti®#£, HMW-Ad#giJ*»jRiS,£l, 
tCo ilkK, ±lE#%#J30;£}fet£fpC~C. Goat a human ALB antibodyife-^Se 
pharose4BafJIBSrf^a4«, lOOmM NaCl^ttJW^^PL, ft&mmft&Xm 

mmfr&ntco ^mmm-biaz. uLMw-Ad&u*MMw-Ad^M£urv^c^ 
m.Mm&\atLMw-Ad(DfrX'&^tiz.bfrtb. zti&LMw-Ad&%mm&bviz 

o £<b^, #®*W#«r**iU Sephacryl S-300 ; 10— 1500kDa 
x ¥-1%%L^-&47 ^ mx Amersham Bioscience^) Srffi V ^1t/f AsTxtorxrvY?*?? 
J—IZ£<9, ULMW-Ad^.t^MMW-Ad^glLfc„ nhtlttfb^iUDmft*, 
ULMW-Ad^U^^.Pp^^MMW-Ad^lJ*tMp R D^L^„ 

, ^O^SrCiS, LMW-Ad, MMW-Ad&tmMW-Ad©3iW^|C, h?M(U 
LMW-AdiLfc) ff fcK^fSt^fco 

[0050] miinx-mbfttc4n<D0>&ftT^#*?^ftmmm:&. uLMw-Ad, lm 

W-Ad, MMW-Ad^rmMW-Ad^rtL^^r, &&&4kWT. PAGE (2-1 5% 
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[0051] HJ£#ij4 thjk^S3fe<^#*^T^7K^^(ULlS^-Ad,LMW-Ad, MM 
W-Ad. HMW-Ad) (Dm^Mffi 
1) SDS-PAGEf^iS^tff 

-PAGE(2-15%Mcr#MIU CBBSSSfefeHrftofco ffc£,Uh&t!j|i'&El7 
[0052] ULMW-Ad, LMW-Ad, MMW-Ad, HMW-Ad^(C60kDa#a£^ N 

3t&t*£ J f*&»fc* 2*#:<DT^V^^>£*f ^£*tfc 0 LMW-Ad^oVvTte 
, HfflB60kDa^^^ x 90kDa#j£^ ^^©Wtefclfefe^Kmfcktb;^ X 
% ULMW-AdtColvTte, 24#:^(Cl4^(D^^-<^K^Wi?)^ttfer^^, 

[0053] 2)&*ft&Lmz&zft*m<Dmm 

mMM3xmbtitc&T^#*?^>'&mfcftmmm&&. ioomMy >mmm 

?&(pH8. 0) \ZX. 5— 10/* g/mLggflZl*fr$SU S'Jf^^J-CfeSBis (sulfosuc 
cinimidyl) suberate (i&q B n ^ BS 3 : PIERCElfcJgl) Sr20mg/mL£&£ <fc? JCflf 
*T*4«Uh$^ &m\ZLX30ftmtmUZo lOOmMhy* 

*0;ffi^^#3l7n^#-CSDS-PAGE(2-15%) \ZXftffiL^ -fcSK^^ns^f^ 

PRTfO. 1% NaN frSttPBSV^uy^y^ 0. 1% Tween 20^t?PB 

3 

St?i5fcj3*U ffiKhTy*^#*??-^y?u— ^/HftffcChu Acrp30-MoAb) 1/jg 
/mL^:^?a-ei^Fr^K^^*feo 0. 1% Tween 20^ti«PBST?+^(^?^L 
Vector ABC kit (Mouse) &tfDAB^®3r^£fflVNT3&fe£*fc 0 

[0054] ^misB&wsic&ut. &*m^—*—£yft*m&jEutm^ ulmw— Ad 

«U ^100kDa#3ai^^^^K^^f>tt, m&ZtlX^ZT^tf^T-XDffi 
&RXfi&*mt>>b, 3mfcXhZ>^t7!)mm£tLtc 0 LMW-Adli, m^OkDaWiE 
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ft+mt>*bi>$m£tlfto MMW-Adte, 250kVattmzPk&/<>'h*7!)mtbbtl. 6 

[0055] mmM5 Khsfcmty<DT^y#*?^><DV^*>7uyTr^M%r 

mi%%-8&(D!kmO. 2 M L^ PAGE (2-1 5%)f;rt#8ftU tKY^ZfWT 

MRTfO. l%NaN £^t?PBS?&(pH7. 4)^0^^, 0. l%Tween20 

3 

Sr#tpPBS$KpH7. 4)-CJ5fe^U^iT^^^V-^-y^n— f/Vtftmhu A 
crp30— MoAb ;I§$R^iSiI|lth x BD Transduction Laboratories^) 1 n g/ 
mL?r^ia-Cl^raMlS$^rfCo O. l%Tween20^tfPBS?g(pH7. 4)^+^1- 
SS^UfcgL Vector ABC kit (Mouse) RXfDAB&W*cvh (^f-=v4±) Srffi 

[0056] 1 t?f§MbfcLMW-Ad x MMW-Ad&tfHMW-AdW#£ 1^ D&M ^ 

X, ULMW-Ad^oV^tt, #^E*^^^v^^^^0JT^^ x &tAsi&&/* 
^Fltm&btltefaotc (04) o 
[0057] ^Jg^!|6 T/K/^^MT^tf^^O$J5t(l) 

ELISAffl:7V— M^ir^thT^V^^^y^n— ^/l^ift: (Goat a huma 
n Acrp30 antibody) £rELISAfflfcif&^f^i£-ei n g/mL(C^Lfc#, ^ 
f^bfCo ELISAfflM^-e^a^drV^ % SlifemT-fS^bfcLMW-AdSrELIS 

AjB«»»rei, o. 1, 0. oi»z/mL(Ad^mt\^x)(Dmmizifc%ii,m&x*im 

mRfctSlttie EUSAfflttWare^-hSrJJfc^, ELISAfflM»^-ei/2000 
{g^LfcfehT/K/^-^y^n— -JvMftft: (#^2001-337092) f&Sr^M-C 

w*roRjfc&*fcift, KiASAmmffiwxzfu-hzmfr, ELisAmmmmxi/i 

OOOfg^^LfciT^r^;*. (Goat a mouse) IgG HRP^f^^:^^^^?at?l 
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TSJ^^Jt^-frfcm, 450nm<»lfc£$J£Lf:: o ffl0^mSrBl5{^i- o 

[0058] &mmfwmyt8L<om\\iimgk£ti. ^>Y^^mm^m^m^utz.tx 

[0059] mMM7 T/V^>-1&&mT^tf*??-^(Dm7£(2) 

^t^y^Stvi—r/Vtiifo (64402) Sr. f&ftVlto 20% J r*c5km%SttE,LI 

sAffli»t^P5/^y^t , mmmsxmmvtiLMw-Admm^ELisAm 

r$&afc£"&tco ELisAmm&Wixyu--h%mfrik. elisa^^w^t*iooo^ 
^^tzMRpmm^^bT/^y^ (hrp— Gt^tHSA) ttfom&^&ximm 

BlfoZlttc^ EUSAm$c&mXzfU--b&m,frU OPD3i£-fe$:(2mg/mL * 

;vvy^=.u^T^mmm^ o. 02% mm^m^t^, 250mM^>-m^m 

pH5. 0){Cj;i9|g^,$^#Jh?^(l. 5N ffi.m, ImM EDTA-2Na) SrMlb 
[0060] ^^^^^^^O^P^^^tv.^^K^^^SO^&m^b^^J; 

[0061] (2)»lHjJ&f*§& 

AJkM^r, ELISAffl^W^2-ei00-800^^Lfct><^^, ^*g^j3T*»b 
/cLMW-Ad*fMa^O-50ng/'mL(DiiSf5iaT^PU, HifSS (1) ^l^ilOELI 

[0062] [^1] 
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10 


5 I 


2.5 


1.25 


0 


100 




13.75 


8.75 


6.25 


5.00 


3.75 


H;iffi<ng/mD 


15.22 


9.78 


6.48 


5.08 


3.75 




111 
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104 ' 
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100 


200 


JlI&fiI<ng/mD 


11.97 


6.97 


4.47 


3.22 


1.97 


KHfllfaff/mO 


12.13 


7.13 


4.42 


3.31 


1.97 




101 


102 


99 
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100 


400 


ailMIWmi) 


11.00 


6.00 


3.50 


2.25 


1.00 




11.72 


6.02 


3.60 


2.35 


1.00 




106.5 


100.4 


102.7 


104.6 


100.0 


800 


3l§i£fiS<ng/mD 


10.53 


5.53 


3.03 


1.78 


0.53 




10.83 


5.44 


3.07 


I 1.81 


0.53 




103 


98 


101 


102 


100 



[0063] V ^-rtUDm&b. &0&[e|llX #ie»flJ©;frfefc£0LMW-Ad£:# 

[0064] mmms ^nf7-«(l) 

50mMy^|fttt«Sc(pH8. 0) ^ &mm3^itttMmAdAT*&UmfR7'vy L 

T—e&Sfcbnu 37tre6o$) > roAnJ&Ufc. *©&«i£&PAGE(2-i5%)tcr# 
[0065] *aaufe#i— 2^^©^^— ^a-ett, LMw-AdB^tti^ts^. m 

W&tlftfrotCo —Jj. MS^#3~4^fflcD:/n^T— if^S^te, LMW-Ad 
^*^^LMW-Ad*^©^^T*fcSff^^/^>K©W^^^$^ 

£&&<DPAGE (2-15%) Wlfefe^KOtfe W&fi J3\ ffl V ^^n^T— if J:«9 , 
^mteZ>W&&foZ>i>(D(D^ 30-42kDa©^ffl-e^m$^fc„ ^(Di^m^t), MSI 
&#l&l*2W#wafcJ:?\ MMW-Ad^U^HMW-AdW^t, *&a^fe#3 ( RtM 
-C©M;S^J;«9, LMW-AdO^X(4MMW-AdRtfHMW-Ad©^l, feS^ 
#5^.U ? 6-C(D^l ; S{vlJ;«9 % HMW-AdO^XI*MMW-Ad^U«HMW-Ad0^1 
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[0066] [^2] 





1 


2 


3 


4 
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sr7?yj 








p r??;j 




*£*7f*# HMW-Ad 
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*** V MMW-Ad 
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+ 






LMW-Ad 
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+ 
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(-) = SB* (+) = ^SEXI4SE««!©^lffi«55f . 
[0067] ^5fe#ij9 ^n^T— tfftia(2) 

50mM v^mmmm(pH8. o)^mmm3xm^r^ntcmmmAdRxf^mm 

tt&PAGE(2-l5%)KrC5M»IU :/n^T— «#^Kmr*frJ8£l/r, 
^©T'oTT-fO^ISr, CBB® SfefeffefcT JfctfcLfc (^3) 0 
[0068] mm&{k7~9\Z&m<D7vTT—VmmT?l&. ULMW— AdJtT^LMW— AdK 

ULMW-Ad^T^LMW-Ad^T^MMW-AdjiJ^fi^^b, HMW-Adita^t 
6r£«fg£tK ££>K, {£5^*^{-ULMW-Ad, LMW-Ad&IfMMW- 
AdS^^^^T^fffc^^-O-K^Wm^M^^o rtue>^ife#J(DPA 

30-40kDa#j£-e^t±i$nfCo ^O^^t), *Q;Jl^#7-9 
T^ffl (D7°u^T— if ^ffi V ^£ £9 . a^-TSMMW-Ad^U^HMW-AdO 
*&*3£L<te, trfc^^i-SAd^^^5rffi'J^i-6^i:^J:«9, ULMW-AdS. 
m.MW-AdO^*^BijaiJS^BXtg^§-^jj,St)^^o7ci 0 X, ^S^#10-12 
-C^fflO^n^T— if^rfflV^^^it), ^#t5HMW-Adi, ^L<iiULMW 

-Ad x LMW-AdRtl?MMW-Ad(Di^*t)^JS!j^^pr^T*fe5o 
[0069] Dg3] 
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7 
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10 
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12 








LP60D 




7°ttf7-fe* 
P T7^j 


7^77^ 

Nr77yj 


^J^Lf** HMW-Ad 
MMW-Ad 
LMW-Ad 
ULMW-Ad 


++ 
++ 


++ 
++ 


++ 
++ 


++ 


++ 


++ 




+++ 


+++ 


+++ 


+++ 


+++ 


+++ 



(+) = <++> = ^m. (+++> = i»*D3iiaaife«w)^as«3?r. 



[0070] HJfefcllO HMW-Ad<DjWj£ffl©:/n^T— 1?8yffi 

mlM&bteZ£5\cffiMLfch<D&mim&nkl,t£e X. 50mM MJ^JfifiteBHIf 
f£(pH8. 0) td. ^X^-^K^S-lOu/mL^^SJl^^^UfctjO^til^a 
ffl^m^iLfCo #|ftf*fflSWlOiuL^t&«iafflBI*«e90iaL^AP^, 37^^10 
— 30^KSJiS$*fc^, lOOmM ^>«fc»»?ft(pH3. 0, 2% SDS^)£4 
OOjz UTO*., ^S^(Stf*S!3a)^Jh^fCo Z.<DRj&m20» LK, ELISAffli^ 

mm&i. omLmmvx^mu mmmm^ntvtc 0 z<Dmtem&tytxw&m 

[0071] HJ£0!|11 MMW-Ad^.t/HMW-Ad^-ffiaiJSffl^^ci^T— if^a 

HJfefcllOfcRlfcH:* Ad&kfejfiLSt^ ^Jg^J3T'#fetvfc^T^^^^^* 

ntl,tc 0 X, 50 mM hy^^W^(pH8. 0)K. ^n^T— ^Arr^J«rO 
. 6-1. Omg/mL^Si^^^L^O^Stf^Slffl^^^bfeo #|feffJBW 
^flOAiL^M^affl^^90/zL^Px., 37^TnO-30#PflKJ&£-£fc^L 10 
OmM ^>ifcK«?ft(pH3. 0,2% SDS^f) £400 LJD;1> BNSKJfc 
S)£#lh£-£rfco Z.<Dfcfcm20iLUZ, ELISAffli^«^2^1. OmL^PLT^ 

^iJ^fflELISA^T, a^i-ST^^^^V^i^tHbf^, 

[0072] mrnmi2 ry s ^^^>nmm^m^(omm 
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tizmistco -f/zibib, Atin.mJU*AikmiO n lOOmM ?^m&ffiWi(pH3 
. 0, 2%SDS^r)£r490 m UjP;t+#ldft#U ^«20,u ELISAffiM 
ffim2Zl. OmL»bT^L. M^a^^K^-^UT 0 rottr^a^^^^ 

[0073] HJg^Ul3 T-^V^^^-^aUSffiELISA^ 

ELISAffl^l/— M£PBST*5 n g/mL^^LTt^thT^^^^^/^n 
— ^/Hftfr (64405) ^tfsWt, ELISAffl^»^2-e^n5/^^^ N HJ£ 

LISAffl^^T^l/-h%l5fe^,ELISA^i^®M2-C2000^3^L/cBiotin 

Mii^thT^^^^^/^n-^/v^ (64404) ^?a-ei^ra^^-fr7t 

m> ELISAfflM®^2-e2000f^^LfcHRP-Avidin^^PU mU.X3 

OftmBLfctSlttCo EUSAmmfrWiX-T'U-h&mfrU OPD3i§fef&(2mg/mL 

^r/uh^^u^T^mmm., o. 02%mmfc&m&£t? . 250mM^3i^i^ 

pH5. 0) tiI<£fr)3!fe£-3\ ^lkf£(l. 5Ngt®L ImM EDTA-2Na) £M 

LrX5Hfc&w±tsittc&, 492nm<«Ji5i&$j5£Uh 0 m&mmmmwi9o uLtioo 

mM ?3L>-mmffim(vH3. 0, 2% SDS^#)400ML(D^{^f^ffl^:3|SflO 
M L^P^ct>O^W^LT[^#{CELISAalJ^^TV^, #£>*tfh3Sfe{it&10 

[oo74] mio<D$g%zfatb, ^uT4-i-—^Kizx^^T—a^m^<o. ai^ohm 

W-Ad^O#ftftAdaWfc£*K HMW-Ad^^^^gij^-e^S^^^^j^ 
Lfc 0 EUl^^d^ ^oxT-ifArT-^yjt^tS^ci^T— if^S^it), 
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Ol>Tte\ MMW-Ad^.r/HMW-AdcD^fffl;^^, HMW-Ad<£>^||f£^L3l< 

[0075] ^_h<D*^j:i9, mMMi2<Dmmm&n<>tz<Dibnw*<DT^7$*?^m.m. 
zmtzu mMM6xm<DXfex*&frbthZLMw-Admj&RT$mnmiiRm 

3<Dft&X&lbbtl%MMW-AdRXJ t llMW-Ad<DG-t\-A&, T-rVzK^^^ 
*&»feHL3 1 <^ irt-J: t) , ULMW-Ad^^t^ ft-fS^^ pTfgT^^^^^ 

0 z.tib<D-tfrb. Ask*fc&tettm<D&mftAd<DmmRxfft%wifete. 
[0076] mmmii mmm^mmt(Dmm 

^>'^y>'^^^ToTV^^V^2M^^a#298^ S»^^(CAG) 

iz£<9&M&)m&&Mtbt£9o& zmmmmm (cad) ^ ^«9^2os^ ^mmm 
^^^(t. Ad) ^&mfeRT$&&mftT^tf*?^<Dft%mm&nM\^ 

tCo SP*>x T. Ad*SmzmMmi2RXfl3<Djj&k. HMW-Ad^MtemiMMlOR 
T^13<D^ % MMW-Ad^*^^0!Jl l^t^lS^^fe^MMW-Ad^t^HM 
W-Ad-^tf-*^ttib, $b^HMW-Ad^*^HL§l<^^-e^*fCo ULMW-A 
d^.U ? LMW-Ad(0'^fh4^ N T. Ad-g-ft^^MMW-Ad^U^HMW-Ad^fffi 

&m^3\<Z.blz.£'oX?$:ibtc 0 #:#>btitttiZ:ti<DigX\ CADp&tfNCAD^ 

m<Dmn^&>7£$:. t&fe&m^xn^tio 

[0077] ^(D^^m4^i- 0 T. Ad^*-C«, CADS^NCADS^-C, *!cMtegg#> 
Pjtl^^ofc^, HMW-Ad^i-Cfj:, ^lc^£:f&#>(p<0. 05) o T. Ad^" 

StC^f-f^HMW-Ad-^iitCro)^, 0J«ft^#S^M*fc(p<O. OOODo ^ 
(Dfa&frh, T. Ad-^*J;%, HMW-Ad-^*^#^OT. Ad-^*^t&*5fJ 
-£-(%)j^ CAD^iEfit^lft-rs^^^^nfCo 

[0078] [^4] 
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CAD 


NCAD 












P fi 


JfiLSR*T\Ad^fi ( u g/mU 


9.64 


6.73 


9.92 


6.15 


0.726 


Jfa*S4 3 HMW-Ad#g( U g/mO 


3.00 


2.70 


3.76 


3.11 


0.046 


ifilSg+MMW-Ad^g ( U g/mU 


4.32 


3.06 


4.02 


2.41 


0.374 


jfllK*ULMWRtKLMW-Ad^Sa)fQ(/i g/mL) 


2.34 


1.92 


r 2.18 


1.60 


0.463 


lfo^*HMW-Ad/T.Ad(%) 


27.0 


10.2 


34.2 


10.9 


<0.0001 


lfil&*MMW-Ad/T.Ad (%) 


43.6 


11.5 


42.0 


11.8 


0.260 



[0079] mrnms **my9*swxi— j*k<om& 

H»J14-e^tffc298^(vloV^ > mrf^^^A (T. Ad)RXfT. Ad* 
^ £ J65HMW-Ad:i;CD§iJ-g\ i~&;bibHMW-Ad/T. AdX 100%(HMW-R) 

t. AdmRxmMw-Rm^thi^m^mom^Am. t. Adt#?i$tt* 

?^T% HMW-RfS^¥^itW±-e^S^%BP, T. Adflff^3p*SflitW±"C, HM 

^W±T?fe5H#^DH^^ISUfCo £<b^, #»rt^*5V^, T^H^Adult Tr 
eatment Panel III(ATPIII) iZ&^X&mZtlX^Ztf&yyPisWv-- &<D& 
WfSSPOAMA, 285:2486, 2001) UUSfeL^*?** 5^@oy^7r^— ©ft 
, 2^ g &±gJpflS&j@jit3&#fc2^ g *J»©£#©2*>-:/fc#ttfc 

[0080] W#>^>:/Kp-A^^*pjgg$:£T. AdflCRtmMW-R^t^fi^fF^ 

0l) o HMW-Rfii^5p^fli4UT-efe5APS.T^C|^{c:*5VNT, *91ft)-yjr*s 

t&Zkfc. T. Ad^lCittJEUT. HMW-Rfit^;^ ^atfUs^^Kn— J*b<Dm& 

&mir±x£mmtemmtte%z.k$:^vx\^ 0 hp*,, hmw-r^sbsu ^ 

[0081] [^5] 
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(A) 



[0082] £*_b0»Jfc5»e>, j»T9*-f^^>^*Srifi«i:bfc«rtT?W:, £*H»*pf1ft0>SP 
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(1) ULMW-Ad:AJfe?»X^AJfiL^^»^LfcT7 i V^^^, 

(2) LMW-Ad : Ajfc.MX« AJk^^i»ML/cT^^^^^^, ^^tt^#T 

(3) MMW-Ad : AlhmXte AJfiL^^^LfcT^^^^-^^, #^tfc£# 
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(4) HMW-Ad : AfaftiJLteAfam*bMMUtT^i$*?<?>&. #&tt&#T 

[7] #BiJLT$J?£-r , ULMW-AdS.U?/X^LMW-AdT*fcS „ f»5fcJS5X 

[8] ^S'JU-CJW^'t" 5*l^* s , MMW-Ad, HMW-Ad, X^2«©Jfr&*>*-eS> 

[9] 5>B'Jb-CS!l^i-S^^HMW-AdT*fco-C, ^S'JbT^^-rSfcfe(D^^ % H 

MW-Ad^<D3«<7)T^V^^^^n^T-if Srf^ffl £-3:3^ £-e&5, ft 
5^5, 6Xtt8t?:|a*©S!)^«fe. 

[10] HMW-AdOSiJ^^&oT, HMW-AdJ^<^3«<DT^V^^:^£:/n"x 

[11] ^SiJbTSa^-rS^^MMW-Ad-efcoT, ^JLTaOS-f 5#©J6S, ULMW 
-Ad&tFLMW~Ad£;/n^T— ifMSU ^^-fSHMW-Adft^t^MMW-A 

[13] ^giJUTW^5»«l*SULMW-Ad-e*>oT, ^SiJbTSI^fS^dS, ULM 
W-AdRXfLMW-Ad^uTT—^^m^ ^#t5HMW-AdMVMMW- 
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(1) uLMw-Ad : xskmxnAikm^hmm^tiT^^^>^ 

PAGEtd XZft^mtf 1 OOkDa^ja^fe^T^V^^^^o 

(2) LMW-Ad : A iMXte AJkm^brnmi-tcT^tf*?^^ #^tt^#T 
, 7KyT^y/VT$Ky/K2-15%)T*«^«]Lfc^^ x ^^^^^K^bT^ 

M#OSDS-PAGE{^J;S^4^150kDa#3£^fc<9. ^-TAC^V^i^VV 

(3) MMW-Ad : AifiL«X^ AJfiL^^MMLfcT^^^^^Sr. 

T> ^yr^y/VT5Ky/K2-15%)-e«^«ibfc^{c % 3^»&^Ki:LT 
Mm£ft54«tfV^K<Z>5*>, LMW-AdO&^Wj^A#<, #^Pf*33S 
^^(DSDS-PAGE^i^^T-S^^SOkDa^ififCfc^T^^^^-^o 

(4) HMW-Ad : AJfc.mXfiAJfiL^^M«lb^:T^^^^Sr> ^tt^#T 

, ^yr^y/i-T^Ky/v(2-i5%)-em^W]bfci^^ % ee^^^^^k^ut^ 
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